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AMENDMENTS TO THE SPECIFICATION 

Please delete the paragraph bridging pages 15-16 of the specification and replace with the 
following amended paragraph: 

A variety of hybridization conditions may be used in the present invention, including 
high, moderate and low stringency conditions; see for example Maniatis et al, Molecular 
Cloning: A Laboratory Manual, 2d Edition, 1989, and Short Protocols in Molecular Biology, ed. 
Ausubel, et al, hereby incorporated by reference. Stringent conditions are sequence-dependent 
and will be different in different circumstances. Longer sequences hybridize specifically at 
higher temperatures. An extensive guide to the hybridization of nucleic acids is found in Tijssen, 
Techniques in Biochemistry and Molecular Biology—Hybridization with Nucleic Acid Probes^ 
Part L Chapter 2 " Overview of principles of hybridization and the strategy of nucleic acid 
assays/' fi99£ ffilsevier % N.Y.. 1993 . Generally, stringent conditions are selected to be about 5- 
10°C lower than the thermal melting point (Tm) for the specific sequence at a defined ionic 
strength and pH. The Tm is the temperature (under defined ionic strength, pH and nucleic acid 
concentration) at which 50% of the probes complementary to the target hybridize to the target 
sequence at equilibrium (as the target sequences are present in excess, at Tm, 50% of the probes 
are occupied at equilibrium). Stringent conditions will be those in which the salt concentration is 
less than about 1 .0 M sodium ion, typically about 0.01 to 1 .0 M sodium ion concentration (or 
other salts) at pH 7.0 to 8.3 and the temperature is at least about 30C for short probes (e.g. 10 to 
50 nucleotides) and at least about 60C for long probes (e.g. greater than 50 nucleotides). 
Stringent conditions may also be achieved with the addition of helix destabilizing agents such as 
formamide. The hybridization conditions may also vary when a non-ionic backbone, i.e. PNA is 
used, as is known in the art. In addition, cross-linking agents may be added after target binding 
to cross-link, i.e. covalently attach, the two strands of the hybridization complex. 
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